unknown aetiology of extudative pleural effusion. 96 patients (92.3%) were established definitive diagnoses after cryobiopsy. 115 patients underwent cryobiopsy using the flexible bronchoscope due to endobronchial tumour and 111 patients (96.5%) were established definitive diagnoses after cryobiopsy. Still 19 patients underwent cryobiopsy using the flexible bronchoscope due to peripheral lung lesion and 15 patients (79%) were established definitive diagnoses after cryobiopsy. Mild bleeding occurred in 14 cases (5.8%), moderate bleeding occurred in 5 case (2.1%), and no severe bleeding occurred in these patients. Moreover there were still 4 patients (1.7%) with pneumothorax after procedure.
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Conclusion:
Cryobiopsy using the flexible bronchoscope and semirigid pleuroscope is safe and useful to obtain histological samples for diagnosis. Larger tissue samples can be obtained by cryoprobe. Methods: 51 patients of spontaneous pneumothorax with subpleural blebs diseases treated in Pneumology Department of Rizhao city Hospital of Traditional Chinese Medicine from July 2015 to June 2017 were retrospectively analyzed. Among the 51 patients, 59 target bullae were found, 1.157 AE 0.703 on average, with the diameter ranging from 0.5 to 5 cm and an average diameter of 2.64 AE 1.015 cm. 21 patients were treated with APC, and 30 were treated with APC+ (APC plus medical adhesive). The rate of stopping air leakage within 24 h after operation, the rate of stopping air leakage within one week after operation, and the disappearance rate of target subpleural blebs in CT scans one week after operation, as well as the incidence of postoperative fever, chest pain, pleural effusion, haemorrhage, and infection after operation were observed and compared between the two groups. The efficacy and safety of APC+'s subpleural cavity in the treatment of spontaneous pneumothorax was compared.
Results: The air leakage rate in APC+ group is significantly higher than that in APC group 24 h after operation (90.0% vs 52.4%, P < 0.05), and the rte in APC+ group is also significantly higher than that in APC group one week after operation (96.7% vs 66.8%, P < 0.05). There is no significant difference in the disappearance rate of target subpleural blebs in CT scans one week after operation and the incidence of shrinking target subpleural blebs and alveolar wall thickening (both P > 0.05). There is no significant difference in the incidence of postoperative complications such as fever, chest pain and pleural effusion (all P > 0.05).
The treatment of spontaneous pneumothorax with subpleural blebs by APC+ is safer and more effective. 
Whether the strategy of the management of COPD may move to the upstream of the disease, similar to early stage of hypertension or diabetes is worthwhile elucidating.
